Introduction
Roughly 2% of the developed world's population meet either the 1990 classification or 2010 modified diagnostic criteria of the American College of Rheumatology (ACR) for fibromyalgia syndrome (FMS) [1] [2] [3] [4] [5] . FMS patients report a wide array of somatic and psychological symptoms, with each contributing to a varying degree of symptom burden and functional disablement [6, 7] . FMS continues to present a challenge for healthcare professionals of various disciplines as well as for patients. Areas of contention include the benefits or harms of the diagnostic label "FMS, " the classification of the syndrome (rheumatic, neurologic, psychological disorder or a functional somatic syndrome), and the tender point examination that surfaced as a new physical finding two decades ago [8, 9] . The aim of the current review is to compare the recommendations of recent evidence-based interdisciplinary guidelines to identify consistencies but also to examine the presence of any 
Materials and Methods

Search of Literature.
A systematic search of the US Agency for Healthcare Research and Quality (AHRQ) American National Guideline Clearing House (NGC) (http:// www.guideline.gov/), the Scottish Intercollegiate Guidelines Network (SGN) (http://www.sign.ac.uk/guidelines/index .html), and the Guidelines International Network (G-I-N) (http://www.g-i-n.net/) was conducted from January 2008 to February 2013, using the key words "Fibromyalgia" and "Fibromyalgia Syndrome. " Medline was also searched from January 2008 to February 2013 with the search terms "Guideline" (publication type) and "Fibromyalgia" (mesh). Because regular updates of guidelines are required by guideline clearing houses, the searches were limited to this period. A manual search of the guideline bibliographies and contacts to international FMS key opinion leaders was undertaken to verify that all published guidelines were identified.
Inclusion Criteria.
To be included in our analysis, the guidelines had to meet the following criteria.
(1) The guideline was commissioned by a scientific organisation. ( 2) The guideline group was interdisciplinary and included at least the specialties rheumatology, pain medicine, and psychiatry or psychosomatic medicine or clinical psychology. Guidelines that included FMS with other diagnoses, such as chronic fatigue syndrome, myalgic encephalomyelitis, or somatoform disorders, were excluded.
Analysis of the Guidelines.
Inclusion criteria and the composition of the steering committees and panels, search strategies, the classification of evidence and recommendations, the procedures for establishing recommendations, and the recommendations given by the guidelines that met inclusion criteria were assessed by two independent reviewers (Mary Ann Fitzcharles, Winfried Häuser). All discrepancies were rechecked and consensus achieved by discussion. If needed a third reviewer was involved (Jacob N. Ablin).
Results
Guideline Selection.
The literature search yielded 24 citations (1 in NGC, none in SIGN, 2 in GIN, and 21 in Medline). FMS opinion leaders reported two guidelines. Three of these met our inclusion criteria: the 2012 Canadian Guidelines for the diagnosis and management of fibromyalgia syndrome [10] , the guidelines of the Association of the Scientific Medical Societies in Germany (AWMF) on the definition, pathophysiology, diagnosis, and treatment of fibromyalgia syndrome [11] [12] [13] [14] [15] [16] [17] [18] [19] , and the Israeli guidelines for the diagnosis and treatment of fibromyalgia syndrome [20] . The reasons for excluding other hits were as follows: duplications ( = 19) , not commissioned by a scientific society ( = 2) [21, 22] .
Organisations
Asked for the Development of the Guidelines. The Canadian guidelines were endorsed by the Canadian Pain Society (CPS) and the Canadian Rheumatology Association (CRA). The guidelines were developed by the Canadian Fibromyalgia Guidelines Committee (CFGC) [10] .
The German guidelines were initiated and coordinated by the German Interdisciplinary Association of Pain Therapy (DIVS). The DIVS, an umbrella organisation of 18 scientific societies, is dedicated to the improvement of interdisciplinary pain therapy. The methodological development of the guidelines was supported by the Association of the Scientific Medical Societies (AWMF), the umbrella organisation of 152 scientific medical societies in Germany. Nine scientific associations (children and juvenile rheumatology, neurology, orthopedic surgery, pain medicine, pain psychology, physical therapy, and rehabilitation medicine, rheumatology, psychiatry, and psychosomatic medicine) and two national FMS selfhelp organisations participated in the guidelines development [11] .
The Israeli guidelines were developed by the Israeli fibromyalgia group, on behalf of the Israeli Rheumatology Association. This group was formed within the national rheumatology association and included a group of experts with both clinical and research interest in FMS [20] .
Composition of the Working Groups and Sources of Fund-
ing for the Guidelines. Details of the guideline groups are outlined in Table 1 .
The development of the guidelines was funded by a private foundation (Canada), pharmaceutical companies (Canada, Israel), and the scientific societies involved (Germany, Israel). All three guideline groups comprised multidisciplinary teams representing healthcare professionals from relevant fields involved in the care of FM patients.
Methodologies.
Details of the composition of the methodologies to design levels of evidence and grades of recommendations are outlined in Table 2 .
The levels of evidence were assigned according to the classification system of the Oxford Centre for Evidence Based Medicine [23] by the Canadian and German guidelines [10, 11] . Both guidelines defined criteria for up-and downgrading the level of evidence. Grading of the strengths of recommendations was done according to the standards set out by the Oxford Centre for Evidence Based Medicine [23] for the Canadian guidelines and by the program for disease management guideline for the German guideline [24] . The Canadian guidelines were reviewed by an international expert and thereafter underwent external review requested by the Canadian Pain society using the AGREE II Score Sheet guideline appraisal tool [25] . The German guidelines were Competing interests of members of steering committee 9 1 0 9
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Scientific medical and psychological societies; self-help organisations Pfizer; scientific medical and psychological societies reviewed by three external reviewers of different medical specialties and by the boards of the scientific societies involved. The Israeli recommendations were formulated based on strength of evidence identified (see Table 3 ).
Need for a Guideline.
All three countries justified the need for development of guidelines on the basis of the high prevalence of FMS and the association of reduced healthrelated quality of life of patients and high healthcare costs as well as controversies surrounding diagnosis and management [10, 11, 20] . The prevalence rates of FMS-assessed by different methodologies-were comparable between the three countries: Canada 2-3% [25] , Germany 2.1% [5] , and Israel 2.6% [3] .
Recommendations for Definition and Classification.
Recommendations concerning the definition, classification, clinical diagnosis, and general principles of care set out by all three guidelines were predominantly based on expert consensus, with very limited evidence available in the current literature.
All three guidelines defined FMS by the 1990 classification criteria of the American College of Rheumatology (ACR) classification criteria [1] .
The Canadian guidelines stated that FMS is clinical construct of pain and other symptoms that cannot be explained by some other illness [10] . The German guidelines classified FMS as a functional somatic syndrome [13] , defined by a typical cluster of symptoms and the exclusion of a somatic disease (e.g., endocrine or inflammatory) which sufficiently explains the symptoms [26] . The terms "FMS, " "somatoform pain disorder, " and "(masked) depression" are not interchangeable since not all patients with FMS meet the criteria of a somatoform pain disorder or a (masked) depression [13] . The Israeli guidelines [20] classified FMS to be a central hypersensitivity syndrome [27] . Both the Canadian and German guidelines identified FMS as a continuum disorder similar to other illnesses such as diabetes, rather than as a discrete disorder which could be present or absent at a particular time point. The prevalence of the syndrome depends on the cutoffs used for the definition of the disease/disorder, but is recognized as a condition that can wax and wane over time [10, 12] .
Recommendations for Clinical Diagnosis.
Details of the recommended diagnostic workup are outlined in Table 4 .
Currently there is no specific diagnostic laboratory test or biomarker available for the diagnosis of FMS. All three guidelines were in agreement that the diagnosis remains clinical and the purpose of the physical examination and limited laboratory investigations is to rule out some other alternative diagnoses. The Canadian guidelines [10] recommended that the preliminary ACR 2010 diagnostic criteria may be used to validate a clinical diagnosis of FMS [28] . The German guidelines recommended [12] the use of the ACR 1990 classification criteria [1] or the modified ACR 2010 diagnostic criteria [4] or the AWMF criteria [29] . The Israeli guidelines did not make a specific recommendation regarding the use of 1990 or 2010 ACR criteria (which have yet to be formally adopted by the ACR). The German guidelines recommended the use of the fibromyalgia survey questionnaire [30] to assess FMS-like symptoms and severity (see the supplementary Both the Canadian and the German guidelines stated that, for most patients, the diagnosis can be established by a primary care physician. A referral to a specialist (e.g., rheumatologist, neurologist, or endocrinologist) should be limited to situations when there is a reasonable clinical suspicion of some other condition that is presenting similarly to FMS or when the patient presents particular treatment challenges [10, 13] .
All three guidelines emphasized that the diagnosis of FMS can coexist with a diagnosis of another somatic disease (e.g., inflammatory arthritis, osteoarthritis) or of a mental disorder (e.g., depression) [10, 13, 20] . The German guidelines recommended active screening for mental disorder and referral to mental healthcare specialist in case of suspected mental disorder or maladaptive coping [12, 14] . The Israeli guidelines recommended screening for symptoms of anxiety Evidence-Based Complementary and Alternative Medicine 5 Table 3 : Comparison of the categorisation of evidence (treatment) and recommendations of the Canadian, German, and Israeli guidelines.
Canada
Germany Israel
Evidence level I SR of randomised controlled trials or n-of-1 trial * and depression as part of the initial evaluation [20] . The Canadian guidelines recommended that that the healthcare professional should be aware that psychological conditions may present with body pain [10] .
Ia-SR (with homogenity) of RCTs
Education after Initial Diagnosis of FMS.
All three guidelines recommended that the diagnostic label "FM" or "FMS" should be communicated to patients after initial diagnosis and that patients should be provided with a clear explanation regarding the nature of the disorder, planned treatment strategy, and expected outcome [10, 11, 20] . This approach is intended to reduce anxiety, which inherently accompanies chronic pain [20] . There was also consensus that patients should be informed of the concept of a biopsychosocial model for FMS whereby biological factors (e.g., genetic predisposition) and psychosocial factors (e.g., stress) contribute to the predisposition, triggering, and perpetuating of FMS symptoms [10, 12, 20] . The Canadian guidelines discouraged excessive focus on a triggering event (such as a physical or psychological traumatic event) which could compromise patient care [10] . The German guidelines suggested that the following information could be useful in the education of patients.
(i) The symptoms are not caused by an organic disease (such as abnormality of muscles or joints) but are instead based on a functional disorder. (ii) The legitimacy of the ailment should be acknowledged.
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Evidence-Based Complementary and Alternative Medicine (iv) Total relief of symptoms is seldom achieved.
(v) The symptoms do not lead to disablement and do not shorten life expectancy.
(vi) Most patients learn to adapt to the symptoms over time.
(vii) The goals of treatment are improvement in quality of life, maintenance of function (functional ability in everyday situations), and reduction of symptoms.
Evidence-Based Complementary and Alternative Medicine 7 (viii) The ability of the patient to modulate symptoms via self-management strategies should be emphasized [11] .
The German guidelines group developed a patient version of the guideline and handouts for patients and their significant others, which should be distributed to the patient after establishing the diagnosis [11] .
Discussion
We have identified considerable consistency between three recently published FMS guidelines spanning three continents. This agreement observed for the classification and clinical steps to establishing a diagnosis of FMS should put to rest many of the contentious issues that have challenged the medical community regarding this condition [8] . It should now be fully accepted that FMS is neither a distinct rheumatic disease nor a mental disorder, but a syndrome defined by a typical cluster of symptoms, with the exclusion of some other illness which sufficiently explains the symptoms. While FMS was originally defined by the ACR 1990 classification criteria [1] , the cluster of symptoms which defines FMS goes beyond chronic widespread pain and tenderness. Physical and/or mental fatigue and sleep disturbance resulting in unrefreshed sleep are other key symptoms. Most patients report the presence of additional somatic and psychological symptoms. The existence of polysymptomatic distress, or symptoms beyond body pain, constitutes a "minor" diagnostic criterion of the preliminary ACR 2010 diagnostic criteria [28] and subsequent modification for survey and clinical use [4] .
The diagnosis of FMS can be readily established in most cases by primary care physicians following a history of a typical cluster of symptoms and a defined diagnostic workup, including a complete medical history and physical examination and some simple and selected laboratory tests to exclude a somatic disease that sufficiently explains the symptoms. The modifier "sufficiently" in this definition is of critical importance and must be acknowledged: FMS often coexists with other disorders and the presence of such comorbidities must not be interpreted as ruling out a diagnosis of FMS. Thus, FMS is not a diagnosis of exclusion but rather a positive clinical diagnosis important to recognise, either independent of or in addition to other medical problems. In most patients diagnosed with FMS, more than one diagnosis is necessary to capture the whole spectrum of symptoms. Most importantly, other functional somatic syndromes (e.g., irritable bowel syndrome), mental disorders (e.g., depression or posttraumatic stress disorder), and somatic diseases (e.g., inactive or slightly active inflammatory rheumatic disease) can be diagnosed [12, 20] .
A tender point examination is not obligatory for the diagnosis of FMS. This physical finding, subject to variable interpretation and which reflects an overall reduction in pain threshold, has at times been inappropriately used to establish a diagnosis of FMS. A referral to a specialist should be reserved for those selected patients in whom there is a suspicion of some other somatic disease and/or of mental disorder or when there are specific treatment challenges. Excessive healthcare utilization with referral to multiple specialists and repeated radiographic and laboratory investigations should be discouraged. The use of the (modified) ACR 2010 diagnostic criteria [4, 28] , which do not require tender point examination, is recommended for clinical diagnosis, but should not preclude a thorough physical examination. While some patients with FMS will still be referred to rheumatologists, mostly to exclude some other rheumatic condition, FMS should no longer be identified as an exclusive rheumatic syndrome.
It is reassuring that the concordance rates of the different diagnostic criteria of FMS are high (80-90%) [29, 30] . This reinforces the true existence and validity of a condition that has caused so much consternation over the years. The concept of FMS, however, remains a work in progress with many current unanswered clinical and pathophysiologic questions. These recent guidelines as well as the revision of criteria for the diagnosis of FMS are clearly steps towards a better understanding of this condition. The ACR 2010 criteria will also likely lead to higher rates of FMS diagnosis in men because healthy [31] as well as men diagnosed with FMS [32] have less tender points than women.
Conclusions
FMS, often disputed and challenged, has emerged as a clinical syndrome with a clear cluster of symptoms and comorbidities. Despite the ongoing paucity of biomarkers available for diagnosing and monitoring of this condition, a systematic evidence-based approach can lead to effective, patientcentered management with avoidance of unnecessary and harmful interventions.
The cluster of symptoms that we today recognize as FMS has been described in the literature for over 200 years, with the specific diagnostic label of FMS introduced at the end of the 20th century [33] . The recent evidence-based interdisciplinary guidelines developed in Canada, Germany, and Israel should give healthcare professionals confidence to positively diagnose this condition, avoid excessive testing and medical consultation, and facilitate patient care by emphasis on appropriate patient education and active patient participation in healthcare plan.
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